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Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time maybe available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

• If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

• If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

• Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

Responsive to communication(s) filed on 29 March 2005 . 
2a)D This action is FINAL. 2b)M This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) E3 Claim(s) 1-72 is/are pending in the application. 

4a) Of the above claim(s) 4, 13.17.20-24,38 and 47-72 is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) M Claim(s) 1-3.5-12. 14-16. 18. 19.25-37 and 39-46 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)D All b)Q Some * c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2. D Certified copies of the priority documents have been received in Application No. . 

3. Q Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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1. Claims 1-72 are pending. 

2. Applicant's election of Group II, claims 1-3, 5-19, 25-46 in the reply filed on 8-3-04 is 
acknowledged. Because applicant did not distinctly and specifically point out the supposed 
errors in the restriction requirement, the election has been treated as an election without traverse 
(MPEP§ 818.03(a)). 

3. Applicant's election with traverse of Species, hepatitis c, in the reply filed on 3-29-05 is 
acknowledged. The traversal is on the ground(s) that all of the diseases cause the change in 
enzyme activity so each species is not patentably distinct. This is not found persuasive because 
the disease populations are distinct and so art on one species would not necessarily read upon 
another. 

The requirement is still deemed proper and is therefore made FINAL. 

4. Claims 4, 13, 17, 20-24, 38 and 47-72 are withdrawn from further consideration pursuant 
to 37 CFR 1.142(b), as being drawn to a nonelected Groups and species, there being no 
allowable generic or linking claim. Applicant timely traversed the restriction (election) 
requirement in the reply filed on 3-29-05. 

5. The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

6. Claims 1-3, 5-12, 14-16, 18, 19, 25-37, 39-46 are rejected under 35 U.S.C. 112, first 
paragraph, as failing to comply with the written description requirement. The claim(s) contains 
subject matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. 

Applicant has no written description for the genus term "kallikrein-like peptidase". A 
review of the specification indicates indicates only one kallikrein like peptidase species has been 
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described, that is actually kallikrein. Beyond the description of this species, there are no other 
species described. The scope of the term kallikrein like peptidase encompasses any protein that 
has kallikrein like activity, so it is large. Applicant is directed to MPEP 2163. 

For each claim drawn to a genus: 

The written description requirement for a claimed genus may be satisfied through sufficient 
description of a representative number of species by actual reduction to practice(see i)(A), 
above), reduction to drawings (see i)(B), above), or by disclosure of relevant, identifying 
characteristics, i.e., structure or other physical and/or chemical properties, by functional 
characteristics coupled with a known or disclosed correlation between function and structure, or 
by a combination of such identifying characteristics, sufficient to show the applicant was in 
possession of the claimed genus (see i)(C), above). See EH Lilly, 1 19 F.3d at 1568, 43 USPQ2d at 
1406. 

A "representative number of species" means that the species which are adequately described are 
representative of the entire genus. Thus, when there is substantial variation within the genus, one 
must describe a sufficient variety of species to reflect the variation within the genus. >The 
disclosure of only one species encompassed within a genus adequately describes a claim directed 
to that genus only if the disclosure "indicates that the patentee has invented species sufficient to 
constitute the gen[us]." See Enzo Biochem, 323 F.3d at 966, 63 USPQ2d at 1615; Noelle v. 
Lederman, 355 F.3d 1343, 1350, 69 USPQ2d 1508, 1514 (Fed. Cir. 2004) (Fed. Cir. 2004)("[A] 
patentee of a biotechnological invention cannot necessarily claim a genus after only describing a 
limited number of species because there may be unpredictability in the results obtained from 
species other than those specifically enumerated."). "A patentee will not be deemed to have 
invented species sufficient to constitute the genus by virtue of having disclosed a single species 
when ... the evidence indicates ordinary artisans could not predict the operability in the 
invention of any species other than the one disclosed." In re Curtis, 354 F.3d 1347, 1358, 69 
USPQ2d 1274, 1282 (Fed. Cir. 2004)(Claims directed to PTFE dental floss with a friction- 
enhancing coating were not supported by a disclosure of a microcrystalline wax coating where 
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there was no evidence in the disclosure or anywhere else in the record showing applicant 
conveyed that any other coating was suitable for a PTFE dental floss. )< On the other hand, there 
may be situations where one species adequately supports a genus. See, e.g., Rasmussen, 650 F.2d 
at 1214, 21 1 USPQ at 326-27 (disclosure of a single method of adheringly applying one layer to 
another was sufficient to support a generic claim to "adheringly applying" because one skilled in 
the art reading the specification would understand that it is unimportant how the layers are 
adhered, so long as they are adhered); In re Herschler, 591 F.2d 693, 697, 200 USPQ 711, 714 
(CCPA 1979) (disclosure of corticosteroid in DMSO sufficient to support claims drawn to a 
method of using a mixture of a "physiologically active steroid" and DMSO because "use of 
known chemical compounds in a manner auxiliary to the invention must have a corresponding 
written description only so specific as to lead one having ordinary skill in the art to that class of 
compounds. Occasionally, a functional recitation of those known compounds in the specification 
may be sufficient as that description."); In re Smythe, 480 F.2d 1376, 1383, 178 USPQ 279, 285 
(CCPA 1973) (the phrase "air or other gas which is inert to the liquid" was sufficient to support a 
claim to "inert fluid media" because the description of the properties and functions of the air or 
other gas segmentizing medium would suggest to a person skilled in the art that appellant's 
invention includes the use of "inert fluid" broadly.). However, in Tronzo v. Biomet, 156 F.3d at 
1159, 47 USPQ2d atl833 (Fed. Cir. 1998), the disclosure of a species in the parent application 
did not suffice to provide written description support for the genus in the child application. What 
constitutes a "representative number" is an inverse function of the skill and knowledge in the art. 
Satisfactory disclosure of a "representative number" depends on whether one of skill in the art 
would recognize that the applicant was in possession of the necessary common attributes or 
features of the elements possessed by the members of the genus in view of the species disclosed. 
For inventions in an unpredictable art, adequate written description of a genus which embraces 
widely variant species cannot be achieved by disclosing only one species within the genus. See, 
e.g., Eli Lilly. Description of a representative number of species does not require the description 
to be of such specificity that it would provide individual support for each species that the genus 
embraces. For example, in the molecular biology arts, if an applicant disclosed an amino acid 
sequence, it would be unnecessary to provide an explicit disclosure of nucleic acid sequences 
that encoded the amino acid sequence. Since the genetic code is widely known, a disclosure of an 
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amino acid sequence would provide sufficient information such that one would accept that an 
applicant was in possession of the full genus of nucleic acids encoding a given amino acid 
sequence, but not necessarily any particular species. Cf In re Bell, 991 F.2d 781, 785, 26 
USPQ2d 1529, 1532 (Fed. Cir. 1993) and In re Baird, 16 F.3d 380, 382, 29 USPQ2d 1550, 1552 
(Fed. Cir. 1994). If a representative number of adequately described species are not disclosed for 
a genus, the claim to that genus must be rejected as lacking adequate written description under 
35U.S.C. 112, 1st. 

7. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed publication in this 
or a foreign country, before the invention thereof by the applicant for a patent. 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

8. Claims 1-3, 5-12, 14, 16, 18-19 are rejected under 35 U.S.C. 102(b) as being anticipated 
by Hayashi et al (reference AL on the IDS submitted 12-19-01), as evidenced by Hayashi et al 
(reference AM on the IDS submitted 12-19-01). 

Hayashi (AL) teaches detecting liver damage in stable liver transplants by detecting 
kallikrein activity on pNa, wherein said kallikrein is bound to alpha-2 macroglobulin, and 
wherein enzymatic activity is detected in the presence of PPACK II (DFFR-chloromethylketone 
is PPACK II) or not. Hayashi et al (AM) teaches included in the 16 patients were stable liver 
transplants of people who had chronic hepatitis C infections. 

The claimed invention is anticipated by the prior art teachings. 

It is noted the rejection is made both under 102(a) and (b) because while the poster 
session displaying the abstract may have occurred within one year of the filing date, the abstract 
book itself, is frequently made available publicly prior to the meeting. Applicant is requested to 
ascertain the public availability of the abstract book, so the proper rejection can be made. 
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9. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

10. Claims 1, 15, 25-37, 39-46 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Hayashi et al (reference AL on the IDS submitted 12-19-01), as evidenced by Hayashi et al 
(AM on the IDS submitted 12-19-01) in view of Pfeifer et al. (reference BA on the IDS 
submitted 12-19-01). 

Hayashi et al., (AL) and Hayashi et al (AM), have been discussed supra. 

The claimed invention recited in claims 15, 25-37 and 39-46 differ from the prior art by 
the teachings of testing C3a and C4a in liver transplants and doing measurements of kallikrein 
peptidase activity and C3a and C4a more than once after a liver transplant has occurred. 

However, Pfeifer et al, specifically teaches monitoring liver damage over time after a 
liver transplant is very useful to monitor the effects of immunosuppressant drugs and that 
measuring C3a and C4a is a useful indicator to test for liver damage in such patients (see page 
163-164, in particular). 

Therefore one of ordinary skill in the art at the time the invention was made would have 
been motivated to sample kallikrein peptidase activity, as taught by Hayashi et al., over time 
after a transplant rejection, since longitudinal studies using markers for liver damage are useful 
for determining the effectiveness of immunosuppression, as taught by Pfeifer et al, and in 
addition add detecting C3a and C4a to detection scheme since C3a and C4a have been shown to 
be useful markers of liver damage over time time as taught by Pfeifer et al. 

1 1 . The fax number for the organization where this application or proceeding is assigned is 
571-273-8300. 
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12. Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Patrick Nolan whose telephone number is 571-272-0847. 

If attempts to reach the examiner are unsuccessful, the examiner's supervisor, Christina 
Chan, can be reached at 57 1 -272-084 1 . 



Patrick J. Nolan, Ph.D. 
Primary Examiner, Group 1640 
June 13, 2005 




